In the Claims (clean copy as amended) 



a' 




1 . A torocess for isolating an intact clone of one target nucleic acid fragment having 
a known characteristic, from a number of fragments, said method being useful to isolate 
an intact nuVleic acid fragment and diagnose genetic disease, comprising: 

a) preparing an initial library of clones from said number of fragments using 
a vecto^ containing no more than a pre-determined number of known restriction 
sites; 

b) sublecting said initial library to a plurality of restriction enzymes 
Individualm which plurality of enzymes do not include those to which said vector 
is sensitive, tb produce a group of monodigested libraries; 

c) screening said group of monodigested libraries for said known characteristic 
to detect the presence of intact target fragments, to thereby determine those 
restriction enzymes to which said target fragment is insensitive; 

d) subjecting said initial library to substantially all of said plurality of restriction 
enzymes to which sfeiid target fragment is insensitive, to produce a multidigested 
library having an intapt clone of the target nucleic acid fragment; and 

e) isolating an intaif clone from the multidigested library. 

2. The process of Claim 1 wherein said plurality of restriction enzymes comprises at 
least 10 restriction enzymes. 

3. The process of Claim 1 wherein said plurality of restriction enzymes comprises at 
least 50 restriction enzymes, 

4. The process of Claim 1 wherein said plurality of restriction enzymes comprises at 
least 70 restriction enzymes. 
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5. The process of Claim 1 wherein said pre-determined number of known restriction 
sites is four. 

6. The process of Claim 1 wherein said pre-determined number of known restriction 
sites is three. 

7. The process of Claim 6 wherein at least one of said three sites is different from, and 
flanked by, said two remaining sites. 

9. The process of Claim 1 including the further step of transforming and replicating 
said intact clone of the target nucleic acid fragment. 

10. The process of Claim 9 including th e furt he r rt^p nf is nl ating said intact clone. 

12. The process of Claim 1 comprising, after step b), the further step of transfecting 
said monodigested libraries in cellular hosts. 

1 3 . The process of Claim 1 comprising the further step of verifying the presence of said 
target fragment in said initial library by transfecting in a cellular host and screening said 
transfected host for the presence of said target fragment. 

14. The process of Claim 1 comprising the further step of verifying the presence of said 
target fragment in said multi-digested library by transforming said library and screening 
said transformed library for the presence of said target fragment. 

15. The process of Claim 1 wherein said number of fragments contains up to 10^ 
fragments, each from about O.lkb to 5kb in size. 

16. AV)rocess for isolating an intact clone of one target nucleic acid fragment having 
L^own characteristic, from a group of fragments, said method being useful to isolate an 
ntact nuclei^c acid fragment and diagnose genetic disease, comprising: 
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a) pneparing an initial library of clones from said number of fragments using 
a vector Containing no more than a pre-determined number of known restriction 
sites; ' \ 

b) veriwing the presence of said target fragment in said initial library by 
transfectingVn a cellular host and screening said transfected host for the presence 
of said targetVfragment; 

c) subjecting said initial library to a plurality of restriction enzymes 
nldiv^dually, which plurality of enzymes do not include those to which said vector 

sensitive, to produce a group of monodigested libraries; 

d) ^ independemly transfecting said monodigested libraries; 

e) screening safd group of monodigested libraries for said known characteristic 
to detect the presence of intact target fragments, to thereby determine diose 
restriction enzymes m which said target fragment is insensitive; 

f) subjecting said mitial library to substantially all of said plurality of restriction 
enzymes to which saiduarget fragment is insensitive, to produce a multidigested 
library having an intact filone of the target nucleic acid fragment; and 

g) transforming said jpultidigested library. ^ 



17. The process of Claim 16 wherein said restriction enzymes have cleavage sites from 




19. A method for producing a series of monodigested libraries from a group of 
fragments, said method comprising: 



a) preparing and initial library of clones from said group of fragments using a 
vector containing no more than a pre-determined number of known restriction sites; 
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and 

b) subjecting said initial library to a plurality of restriction enzymes 
individually, which plurality of enzymes do not include those to which said vector 
is sensitive, to produce a group of monodigested libraries. 



21 . TheMgolated intact clone of the target nucleic acid fragment of Claim 1 . 

22. Aforo^sSS^Df identifying or characterizing the clone of Claim 21, said process 
comprisiof^l^avijag, purifying, and sequencing the clone. 
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